A male child presented with recurrent respiratory infections, otitis media, and oral ulceration and was found to be neutropenic. Investigations showed hypogammaglobulinaemia with normal serum IgM and a novel deletion in the gene for CD40 ligand on his X chromosome. Intravenous gammaglobulin did not lead to resolution ofhis neutropenia; G-CSF was also necessary. (Arch Dis Child 1996; 74: 458-459) Keywords: hyper IgM syndrome, neutropenia, CD40 ligand deficiency.
The hyper IgM syndrome is characterised by low plasma concentrations of IgG, IgA, and IgE associated with normal or increased levels of IgM. It is usually an X linked primary immunodeficiency caused by a mutation in the gene for the T cell surface protein CD40 ligand' which is involved in T cell interaction with B cells and the induction of isotype switching. The On the basis ofthese data a possible diagnosis of hyper-IgM syndrome was suggested and regular treatment with intravenous gammaglobulin (Sandoz) (04 g/kg every three weeks) was instituted. Immunofluorescence staining of activated lymphocytes confirmed absence of expression of CD40 ligand ( figure, A and B) . Genomic DNA from the affected boy was PCRamplified using primers spanning all five exons of the CD40 ligand gene and screened for mutations using single strand conformational polymorphism analysis (SSCP). A band shift was identified in exon 5 ( figure, C) This case report emphasises the importance of considering the possibility of an underlying defect of specific immunity in a child who presents with recurrent infections and is found to be neutropenic. Heterogeneous mutations in the CD40 ligand gene have been reported to date. If this mutation or closely associated ones are found in other cases of CD40 ligand deficiency with neutropenia, this could shed some light on the mechanism of the association between the two. On the other hand, we have also observed neutropenia in association with a minority of boys with X linked agammaglobulinaemia which is due to mutations in a different gene coding for a B cell tyrosine kinase, so it may be that neutropenia occurs in occasional hypogammaglobulinaemic patients by a mechanism not directly due to the primary gene defect.
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